Influence of the formulation on the maximum tolerated doses of brain targeted nanoparticles of gallic acid by oral administration in Wistar rats.
The objective of the present investigation was to study the effect of pure gallic acid (GA) and its Tween 80 coated chitosan nanoparticles (cGANP) on the maximum tolerated dose (MTD) using Wistar rats. The animals were administered with increasing doses (dose increasing rate = 10%) of GA and cGANP orally for 28 consecutive days until the MTD was found. The animals were monitored for bodyweight, weight indices, behavioural, biochemical and histopathological changes. The MTD was found to be 750 mg/kg for GA and was increased to 825 mg/kg for cGANP, which indicated a significantly greater tolerance of cGANP. Slight behavioural and biochemical changes were observed above the MTD. At the MTD no significant behavioural, biochemical, histopathological changes were observed. The brain targeted nanoparticles displayed considerable improvement in the tolerance profile of the drug as compared with the free drug.